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2000:725497 Document No. 133:261948 MethoS for a pro^ef 
controlled ovarian stimulation protocol 

Engel, Jurgen; Riethmuller-winzen, Hilde (Asta Medir;, a r 

J^; iz: SJ; ^c^; !S; 2. 11; S; j : : : ; S; 

of'^coit^.?? therapeutic management of infertility by progranuning 
ot controlled ovarian stimulation ( -i J- f y uuiuy 

COS) and assisted reproductive 

procedures (ART) the improvement consisting of (a) 

con^^n??^^" °^ premature ovulation with an LHRH-antagonist in 
controlled ovarzan stimulation (COS) 

and assisted reproductive techniques (ART) with multiple 

foiiio^Ln development; (b) progranuning the start of 

controlled ovarian stimulation (COS) 

^^^^ by the administration of progestogen only - or alternatively combined 

gro^^hr^sr:vSn^^sLt-o°n^-°?h ti^'^r "t"^"^ 
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AB WO 200027997 A UPAB: 20000706 
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produced on an industrial scale, and. overcomes the problems of low 
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^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
AB We present an analysis of the neutrino oscillation solutions of th. 

data '° '^'^ corresponding to the 825-day Su;e?!KaSok:nde 

JxperLentr'L'ou^^ n'l°^'""' '^'^ Kaxniokande 

well ^^^^^^"'^"ts. In our analysis we use all measured total event rates as ' 

recoir Super-Kamiokande data on the zenith angle dependence and the 

electron energy spectrum. We consider both transitions via th^ 

parameter cos (2) (theta (23) ) cos (2) (theta (24 ) ) and 

contains as limiting cases the pure nu(e) -active and nn/^\ • ■■ 

neutrino oscillations. We discuss the maii^um Slewed ^ilu^s ^rJhis 
additional mixing parameter for the different solutions As a 
particularity, we also show that for MSW transii-inns fhl . • 

at 99% r T ai- ih^-i-^nr,^ ■ ■ transitions there are solutions 

^ °^ ^ ^^^^"S COPYRIGHT 2001 ACS 
/uuu: /ybyvi Document No 114-Rnp7i tu du i 

uterine leiomyomas, endometriosis, and in controlled treatment of 

of BPH, but addnl. studies in these and other areas are needed. 
?JSn ^ COPYRIGHT 2001 BIOSIS 

-^000:457318 Document No.: PREV200G00457318 . Predictive valnP nf h., ^ 

SosSt"?' Roval col; «-P"=l»«iin lieland. Rotunda 



Reproduction and Embryology Bologna, Italy June 25-28, 2000 European 
Society of Human Reproduction and Embryology. ISSN: 0268-1161. Language: 
English. Summary Language: English. 

LIO ANSWER 6 OF 7 MEDLINE DUPLICATE 2 

2000149595 Document Number: 20149595. LH-RH analogues: I. Their impact on 
reproductive medicine. Schally A V. (Endocrine, Polypeptide and Cancer 
Institute, Veterans Affairs Medical Center, New Orleans, Louisiana 
70112-1262, USA. ) GYNECOLOGICAL ENDOCRINOLOGY, (1999 Dec) 13 (6) 401-9. 
Ref: 81. Journal code: 125. ISSN: 0951-3590. Pub. country: ENGLAND- 
United 

Kingdom. Language: English. 

AB In the 28 years that have passed since the elucidation of the structure 
of 

luteinizing hormone-releasing hormone (LH-RH), diverse clinical 
applications in the field of reproductive medicine and related fields 

been established for agonists of LH-RH, based on inhibition of the 
pituitary-gonadal axis. Various clinical investigations with agonists of 
LH-RH in benign gynecologic disorders, polycystic ovary disease (PCOD), 

vitro fertilization-embryo transfer (IVF-ET) , benign prostatic 
hypertrophy (BPH) , precocious puberty and contraception were reviewed. 
LH-RH antagonists inhibit LH, follicle-stimulating hormone (FSH) , and sex 
steroid secretion immediately after their administration and thus achieve 
rapid therapeutic effects. LH-RH antagonists should find applications in 
the treatment of uterine leiomyomas, endometriosis, and in 
controlled ovarian stimulation-assisted 
reproductive techniques (COS-ART) , which have been 

already established for the agonists. Modern LH-RH antagonists such as 
cetrorelix may prove superior to the agonists in COS-ART 
and also in the treatment of BPH, but additional studies in these and 
other areas are needed. 

LIO ANSWER 7 OF 7 WPIDS COPYRIGHT 2001 DERWENT INFORMATION LTD 

AN 1999-106510 [10] WPIDS 

AB CA 2200541 A UPAB: 19990310 

A method for treating infertility disorders by administering a 
luteinising hormone-releasing hormone (LH-RH) antagonist and inducing 
follicle growth by administration of exogenous gonadotropin, comprises 



have 



m 



the 



additional improvement of administering LH-RH antagonist at an amount 
which selectively suppresses endogenous LH but not follicle stimulating 
hormone (FSH) secretion, which retained at a natural level thus not 
affecting the individuals oestrogen levels. 

ADVANTAGE - The method provides a controlled 
ovarian stimulation, while avoiding hyperstimulation 
syndrome as experienced by prior art methods. 
Dwg. 0/0 
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onnn ^^^^^^ 1 OF 2 CAPLUS COPYRIGHT '2001 ACS DUPLTPATF i 

con^fllleS^'^^"^'^' NO. 133:261948 Method'for, a progra'™ ' 
controlled ovarian stimulation protocol 

Engel, Jurgen; Riethmuller-winzen, Hilde (Asta Medi r;. A r r 
■ IS' IT-srir 'c.''cr'cl'V.' ''''''''' '"PP 0ESi5na?E0 S SesT^W: 

J : ^l' SJ: SS: S: SS: L": it ii' 
^: gI' g1: ^S;.-' ™'- c?: St' S^: 

coti;M;rof''!^y°'^'"'^'''^ procedures (ART) the improvement 
consisting of (a) suppression of premature 
ovulation with an LHRH-antagonist in controlled 
ovarian stimulation (COS) and assisted 
reproductive techniques (ART) with multiple 

foitr^lLn""^ development; (b) programming the start of 

controlled ovarian stimulation (COS) 

by the administration of progestogen only - or alternatively 

native LHRH, LHRH-agonists or recombinant LH; (e) 
application of assisted reprodn. techniques, 
esp. of IVF, ICSI, GIFT, ZIFT or by 
intrauterine insemination by sperm injection 
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failure. Davis A. P.. Dept of Obstetrics and Gynaecology, 

University Hospital of Wales, Heath Park, Cardiff CF4 4XW, United Kingdom 
Reviews in Obstetrics and Gynaecology 6/2 95-99) 19?? 

Ena^LSf ^°'^"^-y= OniLd Kingdom language: 
English. Summary Language: English. y^aye. 

AB Premature ovarian failure, as diagnosed on 

finding raised FSH and LH levels and a low oestrogen concentration 
encompasses a variety of different conditions. Some, but not an ;re 
associated with an irreversible loss of ovarian fun;tion. ?his i; 
determined by the presence or absence of ovarian follicles. Follicular 
forms of premature ovarian failure are found follicular 
m the resistant ovary syndrome and in early 

stage autoimmune oophoritis. Afollicular forms exist in association with 
X-chromosome abnormalities (e.g. Turner's mosaicism), end-stage 



autoimmune 



oophoritis and with a true premature menopause. In the case of ^ni-o-i^m,,^ 
oophoritis, treatment early in the disease may haJt or reverse "ar" 
damage. The patient should also be screened for other autol^une 
conditions, which can then be appropriately treated. If a woman is 
complaining of infertility, efforts should be directed towarSs making a 
specific diagnosis of the underlying condition. This may invoLe a^ 
ovarian biopsy, obtained either through the laparoscope'^or by per?orming 

mini-laparotomy. If follicles are found, there is a 30 per cent 

spontaneous recovery rate in women with resistant ovary 

syndrome. Current methods to stimulate ovulation are probably no 

more successful, but should be offered when the secondary amenorrhoea has 

been prolonged or when oocyte donation is unacceptable to ^Jrco^pJe a^d 

m vitro fertilization facilities are unavailable. In vSro fer?mza?ion 

and gamete intrafallopian transfer with fertilization 

hormonal manipulation are the most successful assisted 

reproduction techniques for this condition. Afollicular 

women wishing to conceive should also be offered these techniques All 

women with premature ovarian failure should ^ecnniques. All 

be offered hormone replacement therapy. 
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L93 ANSWER 1 OF 4 MEDLINE 

2000173931 Document Number- 201739^1 dk , . DUPLICATE 1 

modeling of testoSSrone aJd lut;,-n,' ^^^^"'^<=°'^^"^tic-pharmacodynamic 
cetrorelix osterone and luteinizing hormone suppression by 

LocSr^M-yrenSo^rr TCl^tLlnV oT^?' V "^^""^^ ^' 
ASTA Medica AG, Frankfurt Germanv f .nnl^.tr^^^ Research Biochemistry, 
(2000 Mar) 40 '(3) 256-7^!' To^TrTJl oLlTl^f ^SsS^'SSsf 27^^^'°^'' 
country: ; united States. Language: English 0091-2700. Pub. 

anllgonts^, r^^l^^^^^^-^^^^in, hormone (LH-RH) 

ovulation in patients uL^^^oinf a ^on^^^lSr"''"" °' P^-ature 
ovarian stimulation (COS), followed by oocyte 
pickup and assisted reproductive techniques 

lAKij, and IS currently under clinip^i +-yn=.io ^ ^ 

CET suppresses luteinizing hormone (LH), follicle- 

men. The 

bioavailability of 3^mg in^ravlno^s^v ^^ri f ^^""f '^^'^^n^tics and absolute 
in healthy male' and feLle'J^L^^^e ^ an"d o'SlL'^f " administered CET 

pharmacokinetic-pharmacodynamic (PK-PD) model to l?nV%ho i 
concentrations of CET to the T ^nd tp ^ plasma 

Following intravenous Uvftn = ?f and "T^^^^" ^" 

measure^"^^^— ^ ---- C^i ^nd^ h:rmo^:XLi\^i.iL=wf L 

'espe\\\°i:?y-°pL\^io^J^Lt\^c^-?^l/r 

three-compartment explained by a 

abs:Jpt'i°on'Sr'thrsJ\:u?e''Ae ^P^^ment model with first-order 

administration las 85% ?J:;e ^^re^'nolr^Jr' ^---lability after SC 
^^^^^between male and female sub^e^L^^lAN^^^^^^^jr^^^ ^"3L1lf J^n^lr"" 

?^evels\"r80%nS'L'd'95^';f jS:' suppression of LH, FSH, and 
?n-i-L-rip\~^^^ 

Plasma conceStra^^o^n^s^w^tT^hrr^-^- -sured^ CET 

Jn^^le^^dX'^ra^^^J^lL^^^^he^^Pr^^Se^"'. jh^^"^^"^ ^ ^--^^n 
applied to T baseline levels as Sellas^o the function was 

concentrations after CET dosing ?he ?wo suppressed 
PK-PD relationship between plaIr;a Lver: of ?e? and'^^'''^ described the 
following IV and SC dosing. The EC50 values (mean J/ ^n^T^^^^'' 
suppression of T were similar ^ n net k . ^~ the 

administration and Jhe modils' ^ ^ '"^^ °f 
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L93 ANSWER 2 OF 4 MEDLINE 

2000017940 Document Number: 20017940. New natural inactivating mutations of 
the follicle-stimulating hormone receptor: "lULations ot 

correlations between receptor function and phenotype. Touraine P- Beau t- 
Gougeon A; Meduri G; Desroches A; Pichard C; Detoeuf M PanJe? B- Trieul' 
Endocrinol°ogy' ^^"^^ (Departm;nt'^r' '^^^"^ 

Recherche''^^''°''''''^'''^ Medicine, Hopital Necker, Institut Federatif de 

isir^f ^ ' Z^""^^; ^''T''^- ^ MOLECULAR ENDOCRINOLOGY, {1999 Nov) 13 (11) 
States ™^ '^^"^ 0888-8809. Pub. country: United 

Language : English . 
AB Premature ovarian failure occurs in almost 

(FSHR?^ of women under age 40. Molecular alterations of the FSH receptor 

the FSHR m a woman presenting a partial FSH-resistance syndrome (patient 

contrasting with normal pubertal development. She had Mgh pJa^a FSH, 

numerous ovarian follicles up to 3 mm in size were evidenced bv 
ultrasonography. Histological and immunohistochemical elamSation of 

With ,Kpr,s3io„ vector, encoding the wUd tjpe or Se'mSatJd ieSeOHa! 
=eS?hT^^^^ 

cyclase stimulation by FSH of the Leu601Val mutan^ recep^or shoSd ^ 
12+/-3% residual activity, whereas in patient 1 a 24+/-?% residual 
activity was detected for the Arg573Cys mutant receptor T^esf "suits 



and 



are 



in naM^n? T 5^^^ ^^at estradiol and inhibin B levels were higher 

in patient 1 and that stimulation with recombinant FSH did not increase 
follicular size, estradiol, or inhibin B levels in patient 2 in contraJt 
to what was observed for patient 1. Thus, differences in the Jes^dCaJ 
activity of mutated FSHR led to differences in thf» 011^^0=? n 
and histological phenotypes of the patient mimical, biological, 

L93 ANSWER 3 OF 4 MEDLINE nriDT tpbtp o 

2000022411 Document Number: 20022411 Preservation ? f . 

Prepared byVHaJi^lSiP^^sS^^ preservation of future 

Page 10 



not 



the 



the human experience ^ith G^RH-aJSn^S? ?h^?Z% studies; (2) 

chemotherapy-associated gonaSotoxSty • and (3) JnhTh"''""''"^ 
young women treated by chemotheraDv pnA fn • measurements in 

With impending pr^^S^f ^J^^i^f.^.^iS^r-'^^^P^-^^ ^^^^^^^^ 
ir?op;eLr:a\\^:"LT:a1ld\fs°Lt"7''^° fertilization (IVF, and embryo 

follicles, ^Perience of m vitro maturation of thawed primordial 

thei^ IVF, and embryo transfer. Although promising, this experience is 

stlm'L^^'f ii^A^^rth^efcrJi^r'esI ""f'^'^ reimplantation of malignant 

^998-8^04?^ ' ?! V SCISEARCH COPYRIGHT 2001 ISI (R) 
1998.800479 The Genuine Article (R) Number- 1277F n n^, i v, 

to partial loss of function mutitiolS'of the folMcH -^^^^^ 
stimulating hormone receptor. Beau I; Touraine P- Meduri C- 

KeTint?: SorBS?R?'- INS^ERrSl^L^'-sS^.^^v/^ ~ ^^--^ ^ 
F-94275 LE KREMLIN BICETR fSpf ^p' ^^^f NIVEAU, 78 RUE GEN LECLERC, 
F-94275 LE KREMLIN IicItI' fSScf- ^nnl'^nrnU/''^ BICETRE, INSERM, U135, 
ASSISTANCE PUBL HOP PAWs' F^Ulk ™ ^r^:''^ HORMONOL & BIOL MoL, 
RECH 21, F-94275 LE KREMLIN Bi?piR roL^^^^^^ ^^^^E; INST FED 

SERV KREMLIN BICETR, FRANCE; HOP NECKER ENFANTS MALAD 

PRESS.- 1114 FIRST AVE 4th ft' ^M^rrvoi^ ^^^lisher: ROCKEFELLER UNIV 

^IRST AVE,^4THJL^^NEW Y0JK,3g^_l^g^l. isSN: 0021-9738, Pub, 

Page 11 



AB 



with 



country: FRANCE. Language: English. 

*ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 

A single natural loss of function mutation of the follicle 
stimulating hormone receptor (FSHR) has been described to date 
b^onV?L^'?n??^ Finnish population it markedly impairs receptor " function 
blocking follicle development at the primary stage and presenting as 
primary amenorrhea with atrophic ovaries. When Western European women 

this phenotype were examined for FSHR mutations the result was neqative 
suggesting that other etiologies corresponding to this clinical pattern 
are markedly more frequent. ya'-^^m 

cartLHo^f of'^^ a novel phenotype related to mutations provoking a 
partial loss of function of the FSHR. A woman with secondary amenorrhea 
had very high plasma gonadotropin concentrations (especially FSH) 
contrasting with normal sized ovaries and antral follicles up to 5 mm at 
ultrasonography. Histological and immunohistochemical examination of the 
ovaries showed normal follicular development up to the small antral staa 
and a disruption at further stages. The patient was found to car^y ^ 
Arg573?yr'"' ^eterozygotic mutations of the FSHR gene: Ilel60Thr and 

fn^'^^i^''^^''''^ located, respectively, in the extracellular domain and in 
the third intracellular loop of the receptor. The mutated recep^orS, Ihe 
expressed m COS-7 cells, showed partial functional impairment, 
consistent with the. clinical and- histological observations: the first 
mutation impaired cell surface expression and the second altered sianal 
transduction of the receptor. citerea signal 

This observation suggests that a limited FSH effect is sufficient to 
promote follicular growth up to the small antral stage. FurtheJ 
very "^^^^^^P"*^"^ necessitates strong FSH stimulation. The contrast between 

high FSK levels and normal sized ovaries with antral follicles may thus 

characteristic of such patients. 
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L94 ANSWER 1 OF 22 MEDLINE DUPLICATE 1 

2000153527 Document Number: 20153527. Ovarian stimulation with HMG: results 

of a prospective randomized phase III European study comparing the 
the hormone (LHRH) -antagonist cetrorelix and 

LHRH-agonist buserelin. European Cetrorelix Study Group. Albano C- 
Felberbaum R E; Smitz J; Riethmuller-Winzen H; Engel J; Diedrich 
K; Devroey P (Centre for Reproductive Medicine, Dutch-speaking Brussels 
Free University, Belgium. ) HUMAN REPRODUCTION, (2000 Mar) 15 (3) 526-3? 
Kingdom"''" ' ""^^ ' '^'""^ 0268-1161. Pub. country: ENGLAND: United 

Language: English. 

AB In this prospective and randomized study, 188 patients received the 

85 ^ '°™^-il^PI!ia^b?°5-8lli^§§§l,fg^-^-ist cetrorelix^^and^^ 



patients the LHRH agonist buserplin ^o r^^^.r^^^ 

hormone (LH) surges^during ^^^s^r.^^ ^ L'!^??^'"^^'"^^^"^ 
fertilization ( IVF) /intracytoplasmic sperm iniectio^ (Jcl^^ 
cycles. Ultimately, 181 patients (96 ^a^in ? ^ ' 

(90.61) in the bus^relin grouf rifched th^ h= ""f ^k^^^^^ 
gonadotrophin (HCG) iniec?ion t?! ? the day of the human chorionic 

gonadotro^hin (HMG a;;pou! s adlSi^te'rer^^rthe m^^n" ^-P^-al 

stimulation days with HMG were sianif?^!n^f? n mean number of 

than in the buserelin group " ! 0 01) A ^Le in tn '^H ^^-P 

concentrations was observed in three of Vhf ^ ^""^ Progesterone 

received cetrorelix. On the Say of ?he H^? ^ P^^^^^^s (1.6%) who 

of a small diameter (ll-irmm? w^r. administration, more follicles 

in the cetrorelix griij J ^2) and'^he ^"^-^1^" group than 

considered more advantageius because of the short ^erJil' i'"'^^' 

^ _ review. „el3s„a„„, T. ,1,; Sc.aUy, 1 ■ \o"eL^d"ri?rSeSr Jt^ir ' ^ 

update, ,J„ly Au,L? '2000 'voi, 6 »o ; pp"",', IT" "^Pf""™""" 
AB J English. Su^^ry ia^gu^Se ■ SSh 

ijmedlate '""etore, the use of GnRH antagonists which cause an 

"«p^"t;"s"u1h';:"f :iea„?,'o^Lj°'o''" by ccpetUlve blockade of the 
.a.er--"--^'— ^^^^^^^^ 

have already shown the usefulness ofThf . n ''^^^^"tly in progress and 
and — 

marketing approval and, thus, became the firs? MRH^n^ f^ 
• clinically. <=^cime tne rirst LHRH antagonist available 

1999-?S? ' ?f '^''"^"^ COPYRIGHT 2001 ACS DUPLICATE 3 

1999.708625 Document No. 131:295922 Method for the treltmSt of 



fn5o-L%iSd^:tL-i-d-i-\"„t~ 

Prepared 6? M? Hl!fi®5i§?4^gi®'^i"3tion. Engel, 
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AB 



(b) 



Jurgen; Riethmuller-Winzen, Hilde; Reissmann, Thomas (Asta Medica 
Aktiengesellschaft, Germany). PCT Int. Appl. WO 9955357 Al 19991104 1 

lU, XL, IN, IS, JP, KG, KR, KZ, LT, LV, MK, MX, NO NZ PL RO Rn 

be' ch' S' de' ok' r.' l^' ^' ™; rS; a?: 

BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT, LU MC NL PT qp- 
(English). CODEN: PIXXD2. APPLICATION: w6 1999-EP2m ?999M29 
PRIORITY: US 1998-82743 19980423. J^f^iJJ iyyyUJ29. 

In the method of therapeutic management of infertility bv 
intrauterine insemination the improvement consisting of (a) the 
fS^PH suppression of endogenous gonadotropins, esp. LH, with a 

LH-RH Antagonist allowing the maintenance of physiol. Estrogen ievJls, 

exogenous stimulation of the ovarian follicle growth, (c) ovulation 

UrTtT""^"" ""^^^ I-HRH-Agonists or recombinant ^ (d) 

intrauterine insemination by sperm injection. The LHRH Antagonists may 

preferably Cetrorelix or Antarelix. The stimulation is performed by 
administration of HMG or recombinant FSH with or without^ecomSInan? LH 

with antiestrogens as for example Chlomiphene as well as with the 
gonadotropin:' ^"^^^^^^^^ ^ -ample Chlomiphene with 

an' ??99-5428?1 M 6] ""SpiS"'"''"' '''' ™^ INFORMATION LTD 

CR 1994-265229 [33] 

AB EP 947200, A UPAB: 19991110 

NOVELTY - Sterile freeze-dried cetrorelix acetate (a peptide 
described m EP299402) is used in the treatment of feLle 
infertility. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: (1) use of sterile freeze-dried cetrorelix acetate 
for protecting gonads against noxious agents that damage germ cells e a 
radiation treatment and chemotherapy; (2) a compositio? c?mpriSg 
sterxle freeze-dried cetrorelix acetate and optionally excipienJs 
for use m the treatment of female infertility,- (3) a ^''^P^^''^^ 
composition comprising sterile freeze-dried cetrorelix acetate 
^hfi- H ^ excipients for protecting gonads against noxious agents 

ITtlsTtr^^TeTts''.''''' ^-^^"^-^ chemotherapy^Sh 

ACTIVITY - None given, 
antagonist"'"'' ~ ^"^^^"^-"5 hormone-releasing hormone (LHRH) 

USE - In an in-vitro fertilization procedure in which 
cetrorelix is administered to control the time of ovulation durina an 
ovary stimulation treatment by preventing a pre-ovulation increase in 
aS;^ln":r"^H\°'"°"^ -hereupon exogenous gonadotropin is 

dS^'S/O ' ovulation after follicle maturation. 

L94 ANSWER 5 OF 22 CAPLUS COPYRIGHT 2001 ACS 

1998:672495 Document No. 129:293891 Immobilized activity-stabilized LHRH 
antagonist complexes and their production. Engel, Juergen 
Deger, Wolfgang; Reissmann, Thomas; Losse, Guenter; Naumann, Wolfaana- 
Murgas, Sandra (-sta^Medica^Agiengesjll^ggaf ^^^Germany) . ^^,^^1^,^^ 



wo 9842381 Al 19981001, 22 pp. DESIGNATED STATES: W: AU, BR, CA, CN, 

HU, XL, JP, MX, NO, NZ, PL, RU, SK, TR, UA; RW: AT, BE CH DE DK pq 
FX, FR, GB, GR, XE, IT, LU, MC, NL, PT SE (Ge™) cSdeS P^XXof' 
lllll^ll'^'''- ''''-^^'^'^ 19980311. PRIORITY: DE 1997-??m718 

AB LHRH antagonists, esp. cetrorelix, are complexed with suitable biophilic 
carriers to enable sustained, targeted release of the active substance 
over a period of several weeks. The acidic polyamino acids, polyasSartic 
?jf ^f'y^'^^^'^^^^ r^^^' selected for complexation with ^eS^elix 

The cetrorelrx/polyammo acid complexes are produced from aq. solns by 
combining the solns. and pptg. the complexes which are subsequenUy' 
centrifuged off and vacuum dried over P205, preferably by lySphinLtion 

polyammo acids display good sustained-release p?opeit?eJ ^n 
a static liberation system depending on the hydrophobicity and mola^ maJs 
of the polyamino acids. Animal testing demonstrated the efficacv of thP 
cetrorelix/polyamino acid complexes as a depot system By com^lLatiof 

?f ^^r'^^^"^^'' polyamino acids, testosterone suppression can be achieved 
m male rats over a period of 600 h. Active substance release can tilus 

controlled according to polymer type and molar mass. 

L94 ANSWER 6 OF 22 CAPLUS COPYRIGHT 2001 ACS 

1999:538778 Document N6. 131:139954 LHRH antagonists in the treatment of 

kSs Enii'°T Philippe; Frydman, Rene; Diedrich, 

Klaus, Engel, Jurgen; Devroey, Paul (Asta Medica AG, Germany) 

CPXXEB^"' '''' '''' ^ 19980722, 15 pp. (English). CODEN: 

19970^22"'^''™' '''' 1997-2200541 19970320. PRIORITY: US 1997-786937 

fn'^RH^"'^."^ treating infertility disorders by administering an 
LH-RH antagonist, preferably Cetrorelix, in amts. to selectively suppress 
endogenous LH but not FSH secretion and inducing follicle growth ^^P^^^"" 
administration of exogenous gonadotropin. The selective suppression of 

allows FSH secretion to be at natural levels thereby not affectina 
individual estrogen development. The LH-RH antagonist can be g^Sen as a 
single or dual s.c. dose in the range of 1 mg to 10 mg, preferably 2 ma - 
s c^'in L^'mt''^'" antagonist can'bS aSSst^ereS' 

TH RH f amt. in the range of 0.1 to 0.5 mg of LH-RH antagonist/day 

4 to 8 aSHvn^.^' '^^'''k '"'^''"^ "y'^^^ ^ t° 10, preferSy on"day 

4 to 8, and ovulation can be induced between day 9 and 20 of the 

orby'S?G""ln''a1dn''^ administering rec. LH, native LH-RH, LH-RH agonist 
or by HCG. In addn. rec. LH, native LH-RH or LH-RH agonist can be aiven 
to avoid hypers.timulation syndrome and native LH-RH o? a LH-RH agonfst 

be administered to avoid luteal phase stimulation by neutralizing the 
effects of HCG. 

an' S-5220?2 [45] "''SpiSf '''' ™^ INFORMATION LTD 

AB DE 19712718 A UPAS: 19981111 

Complexes (I) of luteinising hormone releasing hormone (LHRH) antaqonists 
(II) with Polya-noacids^,lji^^,3peci|ic^J^y^gg^yg,,tamlc acid or^^^^;^^; 



AB 



LH 



can 
neg 



polyaspartic acid) are new. 
with ""^^^"^^"^ medicaments containing (I) (optionally together 

conventional additives, structuring agents and stabilisers)- and thp 
production of an iimobilised, activitj-stabilised parente^ny 
aqueouf preparation by precipiLting U, Lom 

solution . 

USE - (I) are used for the treatment of hormone-sensitive tumours 
{especially mammary, ovarian or prostate carcinoma) / benign pJoSa^e 
hypertrophy, fertility disorders or endometriosis; or in ^^^^^^^^ 
combination with hysteroscopy or in vitro fertilisation (all 



claimed) 

ADVANTAGE 



release 



ADVANTAGE - Complexation of the active aapni- {jt\ • 
carrier (III, provides a stable reta^d/St^^yst^^'fL^^oLroLer^'^'^^ 

of (II) over several weeks. (II) is also protected against proteolvtir 
Dwn/4 ^ ^^^^ ^^"'^'''^ affinity for (??K P^^^^^l^tic 

L94 ANSWER 8 OF 22 MEDLINE 

1998344009 Document Number: 98344009. Impaired megakaryopoiesis and 

behavxoral defects in mafG-null mutant mice. Shavit Ta MoJohashi H- 
Onodera K; Akasaka J; Yamamoto M; Engel J D. (Department 
Biochemistry, Molecular Biology, and Cell Biolog?, Northwestern 

- agirji ri5r?"a;; O8-3500 usa. Scenes and dIJSlopment, 

count\yf uiiLJ's^atL'^Sng^agef^^^^^^^^^ ^^^"^ 
AB The small Maf proteins (MafG, MafK, and MafF) , which serve as 

heterodimeric partner molecules of CNC family proteins for bindina in 
vitro to MARE sites, have been implicated in the reguLtion of bo?h 
transcription and chromatin structure, but there is\o current e?J5ence 
that the proteins fulfill these functions in vivo. To elucidate Doss?h?p 

iTaliTt^TLfC ''h '"^i' regulation S ha?:"^'' 

ablated the mafG and mafK genes in mice by replacing their entire ooHinr, 

anim^Js'Lh'^'t'"' Escherichia coli lacZ ^ene"^ mafS'homozygous mut^S ' 
animals exhibit impaired platelet formation accompanied by meqakarvocvte 
proliferation, as well as behavioral abnormalities, whereas mS-nu?? 
mutant mice are phenotypically normal. Characteriz;tron o? the ma?G and 
mafK embryonic expression patterns show that their developmental programs 
results ""^ intersecting, but not entirely overlapping. These ^ 

vital^"""''"''^ evidence that the small Maf transcription factors are 

participants in embryonic development and cellular differentiation. 
L94 ANSWER 9 OF 22 CAPLUS COPYRIGHT 2001 ACS DUPLICATF 4 

1997:554033 Document No. 127:157215 LH-RH-antagonists i"Se treatment of 
PMf^^''^n'""e^''r"- Bouchard, ^^^^^"'^"^ of 

Philippe Bouchard; Frydman, Rene Prof Dr; Diedrich, Klaus Prof Dr- 
Devroey, Paul Prof Dr (Asta Medica Aktiengesellsch^ft, Germany) Eur 

cf -Df^^K 'I''''''' ' DESIGNATED STA^EsTSr "at BE, 

CH, DE, DK, ES, FI, FR, GB, GR, IE, IT, LI, LU, MC, NL, PT SE 
(English). CODEN: EPXXDW. APPLICATION: EP 1997-100852 19970121 
PRIORITY: US 1996-11282 lQqfin?n7 -luuas^ 19970121. 

AB This invention -^ates^to^the^^repn . ^jf |,^e^^ggment to be applied in the 

irsge 1 6 



field of treating infertility disorders with or without assisted 
reprodn. techniques. In particular the improvement is directed to use an 
LH-RH antagonist, preferably Cetrorelix, for prepn. of an medicament 
applied in the method of treating infertility disorders by 
inducing follicle growth by administration of exogenous gonadotropins and 
in administering the LH-RH antagonist which contains an amt . of LH-RH 
antagonist as low as only to suppress endogenous LH but the FSH secretion 
is maintained at a natural level and the individual' estrogen development 
is not affected. When using the prepn., the follicle development must 

not 

be in each case externally stimulated (e.g. by the addn. of 
gonadotropins) / 

but can be maintained by endogenous gonadotropins. Advantageously the 
prepn. can be given in the range of 0 . 1 to 5 mg of Cetrorelix/day during 

a 

multiple dosing posol . 
L94 ANSWER 10 OF 22 CAPLUS COPYRIGHT 2001 ACS 

1998:29519 Document No. 128:162903 Antagonistic analogs of LHRH in oncology 
and gynecology. Schally, A. V.; Comaru-Schally, A. M. ; Gonzalez-Barcena, 
D.; Reissmann, T.; Engel , J. (UK). Int. Congr., Symp. Semin. 
Ser., 13 (Endometriosis Today) , 401-413 (English) 1997. CODEN: ICGSEM. 
ISSN: 0969-2622. Publisher: Parthenon Publishing Group Ltd.. 

AB A review with 70 refs. LHRH antagonists, esp. cetrorelix, are reviewed 
along with their prospective clin. applicability to in vitro 
fertilization/embryo transfer, gynecol. oncol . , fibroids, 
endometriosis and prostate disorders. 

L94 ANSWER 11 OF 22 BIOSIS COPYRIGHT 2001 BIOSIS 

1998:314838 Document No.: PREV199800314838 . Studies on Geocalycaeae 

(Hepatiae) . X. New taxa and new combinations in Chiloscyphus corda for 
Australasia. Engel, John J. (1). (1) Dep. Botany, Field Museum, 
Chicago, IL 60605-2496 USA. Phytologia, (July, 1997) Vol. 83, No. 1, pp. 
42-46. ISSN: 0031-9430. Language: English. 

AB Chiloscyphus subg. Lophocolea is a new combination. Chiloscyphus erosus, 
C. fertilis, C. suboppositus , C. edentatus, C. tuberculatus, C. 
connatifolius, C. parvispinus, C, semiteres var. retusus, C. mittenianus 
var, obtusus, and C. mittenianus var. symmetricus are described as new 
species and varieties from Australasia. Chiloscyphus subporosus var. 
inf lexif olius is a new combination. 

L94 ANSWER 12 OF 22 MEDLINE DUPLICATE 5 

96077434 Document Number: 96077434. Development and applications of 

luteinizing hormone-releasing hormone antagonists in the treatment of 

infertility : _an overview^ . Reissmann T; Felberbaum R; Diedrich K; 

Engel J; Comaru-Schally A M; Schally A V. (Clinic for Obstetrics 

and Gynaecology, University of Lubeck, Germany. ) HUMAN REPRODUCTION,,^ 

(1 995 Aug) 10 (8) 1974-81. Ref: 62. Journ al codem^ ISSN: 026 8-1161 . 

Pu5". country: ENGLAND: United Kingdom . Language: English. ' " ^ 

AB Luteinizing hormone-releasing hormone (LHRH) plays a crucial role in 

controlling the ovarian cycle in women. By modification of the molecular 
structure of this decapeptide, analogues were synthesized with agonistic 
or antagonistic effects on the gonadotrophic cells of the anterior 
pituitary gland. The agonists, after an initial stimulatory effect 

( 'flare 

up'}, lead to desensitization of the gonadotrophic cells and a reduction 
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serum 



new 



whnS^h^ ^ receptors on the cell membrane C down-regulation • ) 

nf It t^^.f tagonists produce an immediate effect by competitive Siockad; 
of the LHRH receptors. After administration of LHRH antagonists? the 

levels of FSH and LH' decrease within hours. Nevertheless, the 
adenohypophysis maintains its responsiveness to an LHRH stimulus 
(pituitary response') after pretreatment with an antagonist This 
different pharmacological mechanism of LHRH antagonists makes possible 

approaches to ovarian stimulation and to the therapy of sex steroid 
canceSat'ior' ^'^^^^^^^ P-mature LH surge, the main cause of 

°^ superovulation in assisted' reproduction technoloav 
(ART) programmes, can be abolished by short term application of an LHRH 
antagonist associated with a reduced human menopausal gonaSotrLwn ^HSG) 
^IZ^/ZTu k"^"'^" stimulation. A future approach^o AR^ migi? be 
based on the combination of pretreatment with an LHRH antagonist and 
ovulation induction by 'native LHRH or an agonist. The severe side effects 
encountered with early LHRH antagonists, such as anaphyllJtoid reactfons 
due to histamine release, are almost completely eliminated in modern 

L94 ANSWER 13 OF 22 MEDLINE DUPT TPflTF 

96021031 Document Number: 96021031. Targeted disruption o J JJe GATA3 gene 
causes severe abnormalities in the nervous system and in fe?al live? 
haematopoiesis see comments]. Pandolfi p P- Roth M e- K;,rTo n. t ^ 
W; Dzierzak E; Grosveld F G; Engel J LindenbaSm Vh . 'Spt ' " 
of Haematology, Royal Postgraduate Medical School, Hammersmith Hosni^;,! 
London, UK. ) NATURE GENETICS, (1995 Sep) 11 (1, 40-4 Journal co5e:' 

GA?A%^?^^"^°^^- k"^- ^""try: United States. Language: English. 
wM?h .hf "member of a growing family of related transcription factors 
which share a strongly conserved expression pattern in all vertebrate 
organisms. In order to elucidate GATA-3 function using a di^eS genetic 
approach, we have disrupted the murine gene by homologous recombination 



BRO 
AB 

in 

and 



embryonic stem cells. Mice heterozygous for the GATA3 mutation are 

fertile and appear in all respects to be normal, whereas 

homozygous mutant embryos die between days 11 and 12 postcoitum (p c ) 



display massive internal bleeding, marked growth retardation, severe ' 
?iveT;Je::to1oJ^:i^^^^" aberratiinJ^irfetal 

L94 ANSWER 14 OF 22 CAPLUS COPYRIGHT 2001 ACS DUPLICATF 7 

1994:587330 Document No. 121:187330 Preparation of a cetrorlLx lyophilized 
composition. Engel, Juergen; Sauerbier, Dieter; Wichert, ^V^Ph^lized 
Burkhard; Reissmann, Thomas (Asta Medica AG, Germany). Eur. Pat. Appl. 

611572 A2 19940824, 5 pp. DESIGNATED STATES: R: AT, BE CH De' DK F<; 

FR, GB, GR, IE, IT, LI, LU, MC, NL, PT, SE. (German CODEN- FPXXn^ 
19930219"'''"°"= 199^-101672 19940204. 'pRIORI^Ym993-?3S5225 " 
AB A lyophilizate of a peptide with 3-15 amino acid residues (e a 



prepd. by dissolving in 100-10, 000 wt oarts ArOH H^^rr ^--hk 

a medication for treatment of female infertility and protection 
llflT.dt:S"lrllZTtV°''''"'" ^VperstimolatLn seL „i'tj"?..r 

toL ^?fl!!? " °^ ■^"'"'■"^ COPYRIGHT 2001 ACS 

EPXXD» ' ""^^ SE. (Germai) 'coSen? ■ 

19921?""™'°"^ " 1993-1U670 19930913. PRIORITY: DE 1992-4233812 



" ^-S1^t^t„°r■trLt::s■J^i^K.°^sL%L1„erSa'^s„.^^"f»-^ 

protected from microbial contamination wUh pShMb IJ p» ;'°f ««i<Js. "e 

oLe^i^^/:.?s"-rpSssr?^^-od„i:\L° t"o=Ll° r 

pScSzoSISff =o!n' ™'?'"i43„a 5000 0 

it'^t^ ^^''^^ ability of spermatozoa from roosters carryinq the Sd 
(sperm degeneration) allele. Al-Aghbari A.; Engel Jr J N 
Froman D.P.. Department of Animal Sciences Drvden H^iV'^ns n 
University, Corvallis, OR 97331-3402r5nUed Stages BiolZ' 0?''^^°'' ''^'^ 
Reproduction 48/2 (308-312) 1993 ''"^^^^ btates . Biology of 

l^irt^, — - -ate.. .a„,„a„: 

is^fS!L'jrc^„^si-:-s::dn "-"^ 

efferont d„Jt3°o^'mSa"tf i:jf ;H?rS:iu:din le-SS^eS"" ^"^^"'^ 
surface-to-iolume ratio. We hyoothesizad that if t 

exacerbated by hemicastration'^o? cUcL ^Mch fncSaaes'^anvl^ 

Chick? axacerLted'thr^^bflr illtrofaSKT' ' oS^T^tf °J 

L'Snff pSSa^pr?t"ir"?.e":"r'f ■inr'r' " 
3oppleme^t,tio„''„o„ld"a„SL'L'?e"i„;Lr 1 reK^eri^^St^r'"^'" 

s:e'f;^^.^°^s^-di?le^°d^°^:iSl-p^Kr^b:if~^^ 

_^ rooster, before insemination. In conLaat, supp!»e„'t"ti»"uh BSA had 
d"Sc'Ld a°ppeIreJ"t:TpS SSn^he'^I^t"' f 

SL"dJL-SiirL1":i,4 »^ 

^PrepSred ^y M. Mle §5§^l2?i^P°"^^^^® sperm 
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maturation in the domestic fowl. 
L94 ANSWER 17 OF 22 WPIDS CnPYRTPHT onm r>r.T,r-„,.,„ 

AN 1992-150804 [18] „piDS DERWENT INFORMATION LTD 

AB WO 9206101 A DPAB: 19931006 

fo^SaTnr fPP;y-?,^-ol-nt-frae organoalkoxysilane liq. of 
sat^ratei^ii^J H o;'°Lt1'^i;ubr:^^id'r;/S:^^a\^"''°^ ^^^^^ 
a^^?o-inTt\V=iLi^ ^?!8-,. an. 

.nto -^^^^^^^^^ ^Satll- ^e^S 

application. 

0/0 

ABEQ US 5112393 A UPAB: 19931006 

effluent; (b)^d5l™ a Casjc ^a Jal f 'f'^^^^ exchanger 
ealciom ^uipiaJrhamlhyS^t" thirefL™" ^"»anger effluent to ppte. 
sulphate hemihyd„te to produce , Ua phIie"7HT'"' P^"' 

^K:i;^i^rt??^^aat^r;,"?;s;Lrtj3- - ia^nLiu„ 

trl-h.dr,te to produce i iagnSra^fph^^fu-^'phL'^ ^^rSj^^erin, 

from ""IP""' li^- phase; and ,h, eluting the plating „etal iona 

the cation exchanger 

constit^^'JtTeT'platK used to recover valuable bath 

recycled ?o the ba?i i?^an hi' ^^J"^^"? ^^^^^^s, etc. which can be 
side stream, to aSJeve ba^S ouriLv °^ continuously on a 
degradation! The pp^el cafbe Sfoosed P^^^^-^^ing plating operation 
used in e.g. fertilizer prSdn "^""P^"^^ °^ ^ non-hazardous landfill or 
ABEQ EP 552149 A UPAB: 19931118" 

foJiuJa'artr- JPP;yi"?,^-°lv-t-free organoalkoxysilane liq. of 
sat^ra^ed iith H contl^iiubll^So'^'' fl^^^^^^ ^^^^or alka?yl°f ully 
fluorinated devivs • R- -'l Pr ? hetero-atoms, or their 

allowing the or'g:no;iL;s a'ne\'o"curf 'ah ^ie'o^S^b'^''" " = l^'^ ' 

(esp. a fluoropolymer) may be mixed Jnto fSe Ifn^ h cpd. 

Prepafed by M? HaSi 35g-4^^S- ^""^ ""^^ include a 
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volatile solvent which is removed prior to application 

USE/ADVANTAGE - In the protection of masonary prods., the repellents 
do not change the appearance of the substrate, are stable over a wide 
range of pH, are long wearing, and provide effective chloride ion 

SClTGSHlS . 

fnd'p^^^h/^^H^^%^°\^!^^^^ °^ volatile organics into the environment, 
and can be made oleophobic to produce a graffiti-resistant surface. 

L94 ANSWER 18 OF 22 EMBASE COPYRIGHT 2001 ELSEVIER SCI B V 
90107608 EMBASE Document No.: 1990107608. Decreased spermatozoal 

survivability associated with aberrant morphology of the ductili 
efferentes proximales of the chicken (Gallus domesticus) . Kirbv J D • 
Froman D.P.; Engel Jr. H.N.; Bernier P.E.; Hess R.A. . Department * " 
of Poultry Science, Oregon State University, Corvallis, OR 97331, United 
States. Biology of Reproduction 42/2 (383-389) 1990 

ISSN: 0006-3363. CODEN: BIREBV. Pub. Country: United States. Language- 

English. Summary Language: English. 
AB The objectives of this research were twofold: 1) to determine if 
decreased 

spermatozoal longevity, a previously reported heritable trait in 

cmcKGns^ 

??\ri^i!'''^^^^^K^° spermatozoal passage through the excurrent ducts, and 
2) to document the morphology of the testicular excurrent ducts from 
affected roosters. Though spermatozoa were viable at ejaculation, as 
evidenced by their exclusion of ethidium bromide, fertility 

lfsr(D?S''ooi?^tSn^!^hT^"K^'°'' f spermatozoa from affected roosters was 
less (p<0.001) than that observed with spermatozoa from nonaffected 
controls, 37 2.3 versus 58 1 . 5% , ^respectively, over a 21-day 

egg-collection interval. In contrast, fertility after 

intramagnal insemination of testicular spermatozoa from affected roosters 
was equivalent (p>0.05) to that of nonaffected controls, 47 +- 2 2 
versus 41 .+-. 3.6%, respectively. After intravaginal insemination,' 
neither type of testicular spermatozoa fertilizaed oocytes The 
ductuli efferentes proximales from affected roosters were characterized 

nn^^!f luminal cross-sectional area as well as a diminished height and 
Stab?f ipo?^ h"'' ^P^^h^lifi f°lds (p<0.005). It was concluded that 
heritable decreased spermatozoal longevity in the chicken is not 
attributable to an inherent spermatozoal defect. Rather, the defect is 
t^Tt^^\ ""^ passage of spermatozoa through the extragonadal ducts of 
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89183432 EMBASE Document No.: 1989183432. Decreased sperm survivability in 
subfertile Delaware roosters as indicated by comparative and competitive 
fertilization. Kirby J.D.; Froman D.P.; Engel Jr H N • 
Bernier P.E. . Department of Poultry Science, College of Veterinary 
Medicine, Oregon State University, Corvallis, OR 97331-3402, United 
States. Journal of Reproduction and Fertility 86/2 (671-677) iQRq 
ISSN: 0022-4251. CODEN: JRPFA4 . Pub. Country: United 'Sigdol Language: 
English. Summary Language: English. auy^aye. 
AB Duration of fertility following intravaginal and intramagnal 

insemination of hens with viable spermatozoa from subfertile Delaware 
roosters was compared with that obtained with spermatozoa from 
fertile Leghorns and subfertile Wyandotte roosters. In contrast to 
results with Leghorn and Wyandotte birds- duration of fertili^v 

Preparia by M. Hale S08-325g fertility ^^^^ 



was not increased following Intramagnal insemination of spermatozoa from 
Delaware brrds. Competitive fertilization also demonstrated that 
J^of n°? ^V^l^^"" expected in the spermatozoa 

rnn., J .t""^ ^.^""^^ ' "^"^able subfertility in Wyandotte and Delaware 
roosters therefore appears to be attributable to distinct sperm defects . 
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(1, 2-Diphenylethylenediamine) -platinumdl) 

complex compounds. Schoenenberger , Helmut; Wappes, Beate; Jennerwein 

GI 



r2 \=/ CH-Ch\=/'^r4 

/ \ 
H2N NH2 



Pt 

/ \ 
X X 



AB The prepn. of antitumor pharmaceuticals contg {12- 

diphenylethylenediamine) Pt (II ) -complexes I (wher; Rl, r2, R3, R4 , same 

different, are: H, OH, Cl-6 alkoxy, substituted C2-6 alkanoyloxv or C3-6 

U) 1 Tlr.lA^H^T^^'^^t " P^^P^- K2PtC14 ;nd 

( + ) -'■/^-bis{4-hydroxyphenyl)ethylenediamine-2HBr [91548-22-0]. 
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concept that a yield predictive model could be developed an 
established Pensacola bahiagrass {Paspalum notatum Flugge? sod ias 
fertxlxzed with 0, 84, 168 and 336 kg/ha N in 1973 and 1974 
starting in early June and continuing until Oct. plots were'cliooed 
monthly at heights of 2.5 and 7.5 cm. Before clipping, 10 tiU^S with 
mature leaves per plot were collected and numberfof'^llpped elong^teS 

^^^^ undipped leaves -^f .getermined. Til^er^^gn^g^g^ (15 cm, 2 areas^ 
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